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^'^j-l-{Novel oxazolidinone derivatives, a process for the 
preparation thereof and pharmaceutical composition comprising the same for 
antibiotics} 

^Al-^e^c^i-Coxazolidinone) ^Jl ^M:<=>] <^}'d 7]-^ 

^ ^11^^ «J-^<9;^1S-Ai cfoj:^!: ^£^17]- <^e^;^ ^4. 

^m7l» 7]-^ 3-sll^-2-^A].$sli::]^ -H-H^l^ ^]^^^ ^1 
4,948,80l:£, 4,461.773^, ^1 4,340,606J:, ^] 4,476, 136:^. ^] 4,250,318:£, 
^1 4,128,654:£<H1 7]^S\o] ^-2.1^, 3^1-71 2S. S^lS]^ 3-[(a-ic^l^€)5|l 

^]-2-^A}^^v]^ o.^;^^o. o.^s.s] Ep 0312000, J. Med. Chem. 32, 
1673(1989), J. Med. Chem. 33 , 2569 (1990), Tetrahedron. 45.123(1989) ^ 
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a4n>Alo> ofl <a ^(Pharmacia & Upjohn)'Hl-»>i^ ^}7] s^^^ 3 ^ 
43] ^A>#5]i::]fe -B-S.^# ^^^^V^-^'^C^^Il^^'t^ WO 93/23384, WO 95/14684, 
WO 95/07271), 5^«^'i1 3S] sj-^^^ ^2:2) ^Aj-^ejc]^;^! «J->^J;(flSAi t:!]^ 
^^^^(FDA, Food and Drug Administration)^ ^7}■^ <^o] ^l^-;i(Zyvox)e|-fe 

^Sj-JL s-A^o] o;^^ |^D> o>u|e]- >g^xfl(//7 v/vo)^]^^ =L ^]S.S.^7} ^^^^^ ^ 
7MU ^JL, ;g ^c,i cfltt -§-^£71- ^ 3mg/m« ^ 
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att WO 93/09103«^l^ n'dy]^ 4^ ^^I'^l ^^ej^^ 3.^^ "^^M^, 

WO 01/94342«^lAi^ 3fl^7ls] 4^ ^;^loi] cj- 

^^^^ ^^^1-^1=}-. ^>«'>#5lt^fe 5)1^7131 4«i ^^Hl t:l-«^d=t!: sl^l^ 

^J-^M iE^ tfl-^^ #^1 tfltl: 30ug/mZ '=>MS.^^ ^^MS. 

^^H ^fl^^ -B-:£^l» ^^^^^ -^^l*^!. «l=#^l7l 
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^ ^(prodrug) € s)-^!-^ ^Al-^elrq;^ -frS^ls] 
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16> (X^ ^^olul, 

i7> Ri, Ri'^ ai^ 

18> Rzfe -NRsRe; "OR?: :^5l«^># 1:41 

i9> Rs^ Re^ 7^7]^ Ci~C4^ c5}./fl^7loiji, 

<^l4i^<^l^. 3il^^e1-id, p-^ei-\i, ^^<=li=1-. 

n^^, ^]^]^^, 1,2.4-^51 l,2,3-m5l6>^, 
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Ci~C4^ 't^; -(CH2)„-0R7 C<=>M ni^ 0-43] ^i^o]v^); ^fl^olcf.) 

(free acid)<^l ^«fl ^^^^ 'a:-^7l-<^ol -^-§-§l-ir|-. o.^^^^^ ^7]^:s^ -B-7l^# 
-^71^1:0.^^ ^^-tl:. ^-ar, ^s^l^-a:, -f^V^-a:, 'Hllir^^'a:. # 

26> 1) (S)-[N-3-(4-(2-(2-^^-4-^el^^Al0il^3]l-s]cl-l-^)slel^-5-«a)-3- 

n> 2) (S)-[N-3-(4-(2-(4-§el-^4AHl^-l,2,3-me)6l-^-l-«^)3i|2l^-5-«a)-3- 

1-5.5.1*1]^ )-2-^4i-5-^A>^elci^]Dii^ o>aii:eo>d>o1:c Ee)l-5.5.<>>>HlS'tl: 

J8> 3) (S)- [N-3-(4-(2-(5-#e) a] nfl ^ o] ^^a1-#-3-«^ ) n) e) ci-s-.^ )-3-l-5. 

29> 4) (R)-3-(4-(2-( l-'^l ^Bflms)-#-5-^ )sl e) ^-5-"^ )-3-l-S.S-3J|l ^ )-5- 

}o> 5) (S)-[N-3-(4-(2-(2-^di-3-#e1'a^Al3i|l.£l^-l-«a)s)el^-5-^)-3-l-5. 
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H> 6) (S)-[N-3-(4-(2-(5-#el -M^^l ^1 1 . 2 ,4]^Al-tq o].§-3-<^ ) s] ^-5-'U )- 

3-l-S.S.3ill^)-2-^4i-5-^A].^slci^]Djl^ oHiMt^MolH. SeH-S-S-oHlS-a: 
}2> 7) (S)-[N-3-(4-(2-(5-i-e|'a^^H^-4,5-i::l«lH.S.<:>l^^A>^-3-<a)S|El^- 

)3> 8) (R)-3-(4-(2-( EflHB|-#-5-^ )3i| e] ia-5-«a )-3-l-S.S5)l ^ )-5- 

}4> 9) (R)-3-(4-(2-( Efl m 5l-#-5-*a )3X| el ^-S-'g )-3-SS^5ll ^ )-5- 

[l,2,3]:EB]o>^-l-<^t»fl^ ^Al-^e)ci-2-^ 

}5> 10) (R)-3-(4-(2-( l-ofl ^ Efl E e|.^-5_«g )s) e| ^-5-<^ )-3-l-S.S.5fl ^ )-5-«^l S. 

^^H^ ^A>^Blci-2-^ 
}6> ll)(S)-[N-3-(4-(4-(4,5-c1^1^^Al-^-2-<a)5fl^)-3-l-^5.5^1]^)-2-^4i- 

J7> 12) (R)-3-(4-(2-( 1-^ ^ Bfl SBl-#-5-'a )sl e) ^-5-^ )-3-l-SS.5() ^ )-5-^e) 

ii> 13) (R)-3-(4-(2-(2-til] ^-[1,3 , 4] ^Aj-i^ o>^-5-<g ) e) ^-S'-^ )-3-l-S.S-2ll 

^ )-5- [ 1 , 2 , 3] me) o>^-i-<^ u\] ^ ^Af^ej 1^1-2-^ 
59> 14) (R)-3-(4-(2-[ 1 , 2 , 4]mel <^l-*-l-'a5il e] ^-5-^ ) -3-1-3.^511 ^ )-5- 
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15) (S)- [N-3-(4-(2-(4 . 5-^ ^ ^^^}^-2-'U ) ^ ^ ^-5-'U)-3-^S.S.s\] ^ )- 

16) (R)-3-(4-(2-(2-oll ^-[1,3, 4]^^}^ <^>#-5-«a )sl e] ^-5-«a )-3-l-S.^5ll 
^)-5-«1:b^ Alalia ^A}^^^^-2-^ 

17) (R)-3-(4-(2-[ 1 , 2 , 4] of^-i-.^ jj] )-2-^S.S.n )-5-«^l 

18) (R)-3-(4-(2-(l-nl) ^ Bfl ) 311 e| ci-5-«a )-3-^5.^5|| ^ )_5_s.^ 

S^ll ^^V#2^^-2-^ 

19) (S)-3-(4-(2-olPli::l-#-i-<^ 5j e] ci-5-<g)-3-S^^3il^)-5-o>nli^tii]^ ^ 

20) (R)-3-(4-(2-( 1-^ ^ Ell E e).^_5-<g ) ^ «1 ^-5-^ ) -3-^3.5.511 ^ )-5-(L-^ 

21) (R)-3-(4-(4-(4 , 5-q xi\]^^A}^-2-<^^)s\] ^ )-3-l-S.^5|l ^ )-5-§] ^^^1 ^1 
^ ^^>#Bl^-2-^ 

22) (R)-3-(4-(2-[ 1 , 2 . 3] mel o>^-i-<^ 51I el ^-5-^^ )-3-l-SS.3ll ^ )-5-#e| ^ 

23) (R)-3-(4-(4-(4.5-i^^m^AV#-2-«a)5im)-3-#3^3ll^)-5-#2l^^^l 
"111 ^>««>#B|^-2-^ :Ee|s.5.^o>AflEA]: 
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\9> 24)(R)-3-(4-(2-[l,2,33me|o].^-l-^ 5i)^ci_5_<^)_3_s.^^5]|^)_5_§] 

50> 25)(S)-[N-3-(4-(2-[1,2,3]:eb|o>1:-2-^ 2ij Elci-5-<a)-3-S.^S.sj|^)_2-^ 

5i> 26) (S)-[N-3-(4-(4-(4(S)-2rl B.^^] v\]^-4,5-^ ^] 3^^A>$-2-<a )3ll ^ )-3- 

52> 27) (R)-3-(4-(2-(2-nil ^-[1,3 ,4]^^}"^ o}^-5-^d)^ ^ ^-5-^ )-3-l-5.5-5ll 

53> 28)(S)-[N-3-(4-(4-(4-^l:^^Alal]^ A]-olo>^-2-<^)3ll^)-3-l-5-5.3ll^)- 

2-^4i-5-^A].^e]^'^]nim ^HlH^M^lS- 
54> 29)(R)-3-(4-(2-[l,2.3]Hel6>^-2-^ 5r)e]ci-5-^)-3-s.^^5|i^)-5-:Sris.^ 

^A]-#e)^-2-^ 

55> 30) (S)-[N-3-(4-(4-(4-^El ^^a] v\] ^a}o] c>}^-2-o^)^] ^ )-3-l-5.5-3ll ^ )- 

56> 31)(S)-[N-3-(4-(4-(4-Al o}2^xi\] ^ Al-olo>^-2-<a )^] ^ )-3-l-S-S.5ll ^ )-2-^ 

4i-5-^A>^el^<a]Djl^ ol-xilEo>o>ol:= 

57> 32) (R)-3-(4-(4-(4-Al oj-i^nfl ^ Afo] o>^-2-<^ )5|1 ^ )-3-l-S.5.2ll ^ )-5-^l 

)8> 33)(R)-3-(4-(2-(l-n|]^^lme1-^-5-«a)3lelcl-5-<a)-3-^5.S-5ll^)-5-nll^ 
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34) (R)-3-(4-(4-(4-Al c>}}^u\] ^ Af o] o}^-2-<U)^] ^ )-3-l-^S5l] ^ )-5-#el ^ 

35) (R)-3-(4-(2-[ 1 , 2 , 3] He] o>^-2-^ 5i| e| ^-5-<a )-3-l-S.S.5ll ^ )-5-^e) ^ 
36) (R)-3-(4-(4-(4-«l:^^AlTill^ Al-o]o>^-2-<^)3ll^)-3-l-SS-5ll^)-5- 

37)(R)-3-(4-(4-(4-#e1^^Altill^ AVo]c>§-2-<a)iJ|l^)-3-#S.S.5ll^)-5- 

38) (R)-3-(4-(2-( ^ Bfl Se^-#-5-'a ) e) i^l-5-<a )-3 , S-c] ^ )-5- 

39) (R)-3-(4-(2-(2-nfl 1 , 3,4]^^}"^ <^>#-5-^ )5t| e) ^-5-"^ )-3 , S-t:] 1-^ 

40) (R)-3-(4-(2-( 1-^1 ^ Efl :e ei.^_5_<g ) 5x1 el ci-5-<^ )-3-s.^S.5ll ^ )-5-N , N- 
C]Dll^O>tili^ti|l^ ^A}^2]^-2-^ 

41) (R)-3-(4-(2-( l-oll ^ )5i) s) ^-5-"^ )-3-l-S.S5ll ^ )-5-N-n|l 
^o>Pli^oil^ ^A).^e^rl-2-^ 

42) (R)-3-(4-(2-( l-ofl ^ Efl mel-#-5-<a )3l 21 '^-5-'^ )-3-l-S-S.sll ^ )-5-(L-*^ 
e^^^Al)Di]^ ^4^51^-2-^ :e5]^S.^oH1s^V 
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43) (R)-3-(4-(2-( ^ Bfl E e}-^-5-<a ) jz) el ci-5-<a )-3-l-S.S.5ll ^ )-5-(L-^ 

44) (R)-3-(4-(2-( l-i^ ^ Bfl E B^.^-5_<g ) ^ e) )-3-l-S.S.5)l ^ )-5-(L-^ 

45) (R)-3-(4-(2-( ^ Bfl se^-#-5-<a )3ii el ^-s-^^ )-3-l-S.^5|] ^ )-5-#el 
^^^1^11 ^^l-#el^-2-^ 5ri-oic^^^e:i.oi:c 

46) (R)-3-(4-(2-( ^ Bl] E ) 3\ e| ^-5-*^ )-3-l-5.S.5|l ^ )-5-(L-^ 
l-Bl^^Al)Dii^ ^A].^elci-2-^ SBl#S.5.«iHlB^ 

47) (R)-3-(4-(2-( ^ Efl S5l-#-5-<a ) s\ ^ r^-5-<U )-3-l-^^3ll ^ )-5-(L-H 
1-H]^^^1)^1€ ^^]-#al^-2-^ s:l-<=>l:^s#S2l-<='l:^ 

48) (R)-3-(4-(2-(2-nfl 1 , 3 ,4]^^}^ o}^-5-<U ) ^ ^-5-<U )-3-#S.S.5il 

49) (R)-3-(4-(2-( l-tifll Efl E ei-#-5-<g ) 5) el )-3-s.5.^5|l ^ )_5_( p _ 
^5f^^Al)nfl^ ^A}^^^-2-^ 

50) (R)-3-(4-(2-( ^ ^1 Hel-#-5-«a ) ^r] 2] ^-5-<a )-3-#SS.3il] ^ )-5-( p - 
^el-^^Ai)t^l^ 4A>#elci_2-^ §>oiHS-#S.el-olH 

51) (R)-3-(4-(2-(2-Dfl ^-[1,3, 4]^AVt:] '^V^-S-'g )5l ^ ^-5-^ )-3-l-S.S.sll 
^)-5-(L-«^Bl-^^Al)0ll^ ^^^S.S.<^}M]^^ 

52) (R)-3-(4-(2-(2-nfl ^-[1,3,4]^^}^ ^ ^-5-<U )-3-^S.S.n 
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53) (R)-3-(4-(2-(2-t^l^-[l,3,4]^^l-c^c>>^-5-<a)3qBl^-5-<^)-3-l-S.S-3ll 

54) (R)-3-(4-(2-(2-o|l [ 1 , 3 , 4] ^^l-t:] o>§-5-«a ) sj e| tj-s-.^ )-3-l-5.S.5ll 

55) (R)-3-(4-(2-(2-nill-[l,3,4]^A].c]o>^-5-<^)5il5lia-5-'a)-3-l-S-S3ll 

56) (R)-3-(4-(2-(2-t^l ^- [ 1,3,4] ^^}^ <i>#-5-^ ) ^ ^-5-'U )-3-^S.S.n 
^)-5-(L-Hl-el^^Al)tii)^ ^A]-#e^ci-2-^ s:l-ol:^^^^e|-oi^ 

57) (R)-3-(4-(2-(2-t»fl ^-[1,3, 4]^^^ <^}^-5-'U)^ ^ ^-5-^ )-3-l-SS-3ll 
^)-5-(p-'y:e1-'d^^l)^]^ ^^}^^^-2-^ ^Bl^SS-oHlS-a: 

58) (R)-3-(4-(2-(2-nll^-[l,3,4]^Al.t:]o>^-5-<^)5il2lia-5-«a)-3-#SS.is|l 

59) (R)-[3-(4-(2-(l-aim Bfl:^ e|-#-5-^ )5zl ^ ci-5-<a)-3-l-SS3ll ^)-2-^4l- 
60) (R)-[3-(4-(2-(2-t»ll^-[l,3,4]^A].t:lo>^-5-«a)3XjE]^-5-<g)-3-€SS-3ll 

^)-2-44i-5-^Al-^e1^'a]^l^ i=]dil-5Li5l)<:>lS 
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11 



\C^^''t\^.jf Q. 



>i> (^1-71 av^^-^l^i X, Ri. Ri'.Rz. Rg. R4^ I'Hl^i w}-^ , 

)2> ^ ^'^^ ^^\^^^^ -^£^1^ ^ISWj-'^^ 

«> 1) ^l^^Alnfl^^AV^^lcl^t o.^^(jl)o^ 311 ^71 oil S^^V 

<H -R-s^Cm)^ ;<fl2:*l-fe ^;N1(^1 1^;^1); 
H> 2) ^71 ;*il l^TlHl^-l A]^^ -frH^l(m)* ci^^Sl-AlT^l ^i^KlV)* 

^^K^l 2^711); 
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(^1 3^7j]); ^ 

^4 ^-§-^1^ ^^7l# ;«1171S|-JL <^(salt)^€ 1^ ^^1 

^^Al7l-:e.^7l(Cbz, BenzyloxycarbonyD* a]^ silo] es^- 7j- 

^<=>M. JE^ ^7] ^-l-^ Sl-<^1 a]:-§-^£. -78t:<HlAi -^^1^1-^ 7^0] h].^ 

^^:^7l7h ^^^M^^z]]^7]s. ^]%^ ^^l-(IV)^ ^ ^tif. ^el-i^-g- 
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yo> ^] 3^:^M>^^^, n^d afe s^el^^l nns. jl^?} 1-^31- -^s^ 

^e^-cl-g- ^1 2^7floflAi Aj-g-^ #nll# Af-g-^ ^ 9X^^, ^-i-g-nflS.^ 

100-120 "C'HlAi ^Al^l-^ ^o] 

6>tllic5le1^3|- aV-g-Al^^Ai 0>T3li^Xl-ol £.<y^ ^«)-^ 121 ^A].^e|T:]fe ^S.^ 

(I)# ^y^c]-. <^l«fl A)-g.£)^ <:>>T:'li^'a:^ "^el-Vd. ^eKJ, Hl-^, <^l:ii^<^lAl , ^ 
#<^>p>oi3 l-nn^-2-3qi-e1^ Af-g-^ ^ ^ZL, av-g-^ ^^<HlAi 5Al^ 

5L -g-Dfli- ^]7]^ ^ ^m^^^}"^ nn^ i^i <g(sait)^€ ^av^sic^^ 

)3> -B-Al-^V «J-^^5. 51-^^ IS] R3 R4 0il oVl^li^^i^ 1!: ^ 
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(salt)Sl-^ ^ 9X^. <=>M ^}-%-^^ #^1:^^ (S)-[N-3- 

(4-Se1 iHl ^ i ^1 ^ -3-1-5.S- ^ )-2-^4i-5-^Al.^ ^ ] ^ ^ :^<=>M <>] ^ 

^^1^ €-€<=>l'^ , =L ;*flSHJ-^^ WO 0194342<H1 7]^s\<^S^x:\-. 

<=>1-T-^1-T-^(MRSA, methicillin resistant Staphylococcus aureus)^}- }iV3_vi}o]X\6\] 
1^^^* <?fltfl^S7']-<^l(VRE, vancomycin resistant Enterococc/ )^] cfl^j-o^, 

( Staphylococci ) , <?11 tfl S-^7'1-<^1 {.Enter ococci ) , ^ ( Streptococci ) ^ ^ 
^ zi^<y=A^ :g:7l^^ ^i-tfl2l<i> ^\^^, ^{Bacteroides) . 

Bje^cloj. ^{CJostridia)^^ ^7]^^ '=><^lS^Bllel^ ^i*!] 

( Mycobacterium tuberculosis ) , i^><^l S^tfl 2^ -g- iMycobacteriumavium ) -§-^ 

^1- 7J-:^ «J-$3l3l-# 

Stir. ^ ^'^sl ^AV^e^c^fe ^ §l^^Al7l# 
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cfltt 10;ug/m£(S|-^l- 10) ^dl yjrsfl HS-JB^Sj-tb -g-SflS^ 28ing 

/m«(5|-^l- 12)^ 50nig/m«(5|-^# 42) ol>y-o.^ a.7fl ^>a-^t:l-. o]e^^ 

# ^^^-§-^ «Hl>«i^ ^^^^"1, 1^ #<H1>H^ <^1>1B1TS1-;^1S1- S 

^-g- 7V^t!: ^^1^ ^"S^, ^5^, ^71^, ^'S^. -§-«^, 

7h*H ^-§-^, -B-^^ ^1^, ^g^, 3}-^ 

.^11 5. ^ ^cf. ^■<^}7} ^^^tt "J-'^-^S. SEfe Remington's 

Pharmaceutical ScienceC^S-^) , Mack Publishing Company, Easton PA<H1 7llA]£|o1 
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^^^^n, ^<^'8-'S. «H^# % ^^s] ^^s. 

f-o|l ^ ^^7]- rfoj:*].!:^, «g<Q ^o^^^ ^aV^s^c]^ ^^^7} ^ 10~25mg/ 

kg olJL, Hj-^^jej-Tllfe 13~20ing/kg o]^, 'U^ ^^-^l M-¥'=^ ^<^«V^ 

^^JJ-, ^AV^B^t:]^ -B-H^^ 50% ^I'^mLDso)^ ^<H2- Ig/kg ^^S. 
M-Efuj- o}.^«!: 

;^lAlt!:x:f. ZL^\^ ^}7]$] ^X\c^] ^ ^ ^c^- ^Tfl <=>]m}7] 

3-^S.S.<^}'d^ lOOg^ IL^ Bfl^el-*l-«^l:^S.^?l:(Tetrahydrofuran, THF)<^1 
-g-^AlT'lji ^-tlr^^i^M-Sf-CNaHCOa) 150g(1.8iiid)* ^7}^ ^ OX:S. ^n^]^ 

■^7] -g-<2noll ^>:e-^^^^l l-S.e1-ol^(CbzCl, yV-carbobenzyloxy chloride) 154m£l- 
-S- <^l^<^M-]lBll<^m 0.5L» 7l-*h<H -B-7l#^ 
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^il^^*^ Mfl^^^j 132g(85%)2l 

(n) 

i6> >a-7l ;^l2:ofl loflAi N-T'Vi^^^^l-S-l-S.^dV^^ 132g# Ell:^ 

el-6rl-ol:BS.^^<Hl -§-^Al7lJl -78°CS. ^Z^-Aj^C]-. srj-oll /T-^^e) #(y7-BuLi , 

1.6M 370me* ^Vt!: ^ 10^^ IH^^l^^. ^7] -g-o^o|] (R)- 

A] ^-^B] 511 84m«« 7H1-JL ti]:-§-^^## ^£<^1>H 2^1:?]: 

^71 ^^ ^eitfl<H a^^i 80g(7o%)^ ^^^i-. 

i7> 'h NMR(DMS0-d6 ) 7.85(t,lH), 7.58(dd, IH) , 7.23(dd, IH) , 4.69(m,lH), 4.02 

(t,lH). 3.80(dd,lH), 3.60(br dd,2H). 

i8> A3i<4 3 : (R)-[N-3-(4-o>oliLS.-3-i^S.S^^)-2-%4i-5-4'^>#e1^^]^ 
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^•^^ Xl3:(ffl) 

'^-71 :^]^6\] 2<Hl^i (R)-[N-3-(3-l-S-S.5|]^)-2-^di-5-^A>^el^^]oll 
^-i- 30g* oHlSM:E^(300m£)<^l ^91 ^ ^^^S.^<^}M]E.^ ^^(CFsCOOAg) 46g 

ofl^oHlEflolE^ -^7l#* >H1^^JL l-^§l-5|i=l-. 

^- ^ ^-B-l-^ -^^^ ^ ^SSl-<^ Sj-^l: 44g(94%)# '^9X^. 

'h NMR(DMS0-d6 ) 7.77(t,lH). 7.56(dd, IH) , 7.20(dd, IH) , 5.20(m,lH). 4.70 
(m.lH), 4.07(t,lH), 3.80(m,lH), 3.67(m,2H), 3.56(m,3H)- 

-^1-71 Sofl^i <^o. (R)_j;,^_3_(4_ci].ol^S.-3-S.^^5ll^)_2-^4^-5-^Al- 

50g# l,4-c1^^ 660m«<^l ^«^lJI Sj>^Hl^i::l^((Me3Sn)2 ) 52g3f 

tq#5.S.Hl^S5l3l]^S^^^5l-cl-g-(II) 9.3g^ 71- ^ 2^]^ ^<y: ^^oV^q-. 
5]^ ^>^lsrH Ml 45g^ 
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2,5-1:^ w.^J2.5i)e]ci lOOg^ t^i^l^i#o>D><>lH(DMF) IL^ll ^o]JL ^■&<>\]^'\ 
^3i)Alo>u}.o]s. 32g5il- 4il-Alo>u|.olc 17. 8g* 7}^ ^ 7^]^^9}: 150X:<^1>H 

7l#^ 41^1-^ Ail^^l-o^x:!-. .^1-71 -H-7l#^ 1-^, <^^, ^^§].c^ gj-^ 

1- 54g(70%)^ ^Sicf. 

H NMRCCXls) 8.76(s,lH), 7.98(dd, IH) , 7.58(dd,lH) 

6 : (i^JEeh#-5-^)-5-«.S.5L3^5lTcl^ ^2: 

>S-7l ^]3iO\] 5^]^^ 2-Al<i>i^-5-ti-S.2.5i|e1i=l lOg^ t^till^5L#oM<5l3 

lOOm^oll ^^]JL ^^<Hl^i ^f-oj-^l-oiH 5.33g5Jl- <y-a^#se)-c:>l^ 4Ag-& 7]-^ ^ 
3^m^<a- iiO'C<^l>^i ^7] «!:-§- ^^1-<^1 7m ^ «Hl^<iHlBjlc>l 

o1 S.^] Sl-^l- 10.5g(85%)^ "^^4. 

>a-7l 6oll>«>i (BflSel-#-5-'a)-5-«-S.2-5ilelci io.5g^ cltifl^S 

#o>d>o1:e. 100ni«<^1 ^■<^]Jl ^^^B.^/^}o]^ 6.5g^ 7}^ 4- o\^]^SL^]^ 9.3g* 
0X:o\]^^ ^€^1 7Vel-5icf. ^^oflAi 6^1^ ^^-^ ^ ^-§-^* 6N HCl ^-§-^-2-5. 
3^ ^^Sl-^cf. ^-ar^M-S^S. ^^^^]y']JL 6\]^o}a]]^^o]^s. t:!- 
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5)-^* 7g(63%)^ 

'h NMRCCDCla) 8.80(t,lH), 8. 13(dd, IH) , 7.98(dd,lH), 4.42(s,3H) 

:^a:ofl 8 : 2-(2-ifl^-[l,3,4]^A>i::l6].^-5-^)-5-tt.S.5L3i|5lTtlil :^3i 
^7] ^]2io\] eo\]^^ (Bflm2i-#-5-<a)-5-W-S-S-5i)elcl 8.6g* ^Hl^<y:*}- 

o]:c5].o]c i30m«oil ^o]ji 3)e^ci ism^l- 7l-«l: ^ Sa]^ ^oy ^^^y^t^^ tii.o.oB 

^, <^:b1-, 7^o^ S^l 7.3g(80%)* '^SX^. 

'h NMRCCDCla) 7.99(t.lH), 7.40(dd,lH), 7.27(dd,lH), 1.83(s,3H) 

^3i<4 9 : 2-([l,2,3]H2l«»>#-l-*y)-5-«.S5L5i|5lia ^ 2-([1.2,3]:£5lo> 
#-2-^)-5-«.S.2.3^e|Ta^ 

2,5-1^ el 1=1 20g^ l-Dll€-2-^l-el^ 200m«<Hl ^<ilJl aHf^^fJU-il 

©im 35g# 71-t!: ^ 10^1^ 100°C<HlAi il^^VSicf. oij^ol-^flEflolS 

1- l^JL -^7l#^ 1-4 dl^^S. 4^^}^t^. ^7] -n-7]#* <:»12|-, ^Voj- ^ 

a^l ^^1-^ 2-([1.2,3]mBlo>#-l-^)-5-W-S.a5i)slia 6g, 2-([l,2.3]S 
2^6>^_2-<a)_5-jd^2.sjs]Ta 4g* '^9X^. 
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1) 2-([1.2.3]SHlc>>^-l-<a)-5-:a.S.S-5i)5lcl 

H NMRCCDCla) 8.53(dd.2H) , 8.10(d,lH), 8.03(dd,lH), 7.82(s,lH) 

2) 2-([l,2.3]:^5]o]-§-2-<a)-5-«.S.2.3Jl5lia 

*H NMRCCDCla) 8.60(t,lH), 7.97(s,2H), 7.87(s,2H) 

-a^lofl 1 : (R)-3-(4-(2-(l-ifl^Bl|Hel-#-5-^)3qBl^-5-^)-3-#S.S.i^^)- 
^A>#B|^-2-^^ (^^# 10) 

(R)-[N-3-(4-SBl ^] ^d^n ^-3-#S.^5ll ^ )-2-^dt-5-^A>^5^ ^* 
37g* l-^H-2-sIl-el^ 150m£«^l ^o]3L (l-xi^^nmB]-^-5-'U)-5-:^S. 
S.s\^^ 19. 7g, el##S-e|-ols. 10.UgSi\- 

(II) 2.9g^ 7}% ^ 4^]l}r^<^rl 120°C<^lAi JEHV^l-^t:!-. ^7] «]:-§- ^^1-<^1 

8g(26%)* <^9X^. 

' H NMR(DMS0-d6 ) 8.90(s.lH), 8.18(m,2H), 7.70(m,2H), 7.49(dd,lH). 5.25 

(t.lH), 4.74(ni,lH), 4.46(s,3H), 4.14(t,lH), 3.88(dd,lH), 3.68(m, IH) , 3.58 
(m,lH) 
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^->^1^2 : (R)-3-(4-(2-(2-p(|^-[1.3,4]^A>clo>#-5-^)3^2lxa-5-^)-3-€ 
SSi^^)-5-«lH.^AH^ ^A>#Blia_2-^o!| ji^s, (^^^ 16) 

(l-alllBflEel-§-5-<^)-5-ti.s.S.3|elcl tfl>a 2-(2-Dl]^- 
[l,3,4]^Al.i:^6].^-5-<^)-5-ti.S.2. ^^^-^ 14. 3g^ ^71-^1-^ ^l^^Vol, ^ 

7] ^X\c^ 13). ^<at!: «<J-^-^S. S.^] Sl-^# 6.6g (30%) * 'SSiT:]-. 

NMR(DMS0-d6) 8.93(s,lH), 8.21(s,2H), 7.71(m,2H), 7.50(dd,lH), 5.25 

(t,lH), 4.74(m,lH), 4.14(t,lH). 3.89(dd,lH), 3.68(ra,lH), 3.59(m,lH), 2.64 
(s,3H) 

'^^1'^ 3: (R)-3-(4-(2-([1.2,4]HB|om-l-^)3^Bl^-5-^)-3-#SS.J^ld)- 

(l-oll^BllEe|-#-5-^)-5-w.S.iL5ilElcl cflAl 2-([l,2,4]Sel^>l-^ 
-l-<a)-5-ti.S.2. sjeli^l* 200ing-i- ^7}^}^ -^-^l ^^lofl 1^ 

^ »^^^S. S.^] ^^1- 150mg(48%)* "^SX^. 

4 : (R)-3-(4-(4-(4,5-i:iifl^^A>#-2-'^)i^^)-3-#SS.i^^)-5-«| 
S.#aH^ ^a\^^j^-2-^^ (^^# 21) 

(l-ofllBflse^-#-5-^)-5-ti-S.a.5rle|ci cflAi 4.(4 5-1:^ oD^^a]- 
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^S. S.^] 780ing(76%)^ 

NMRCDMSO-de) 7.96(s,lH), 7.94(s,lH), 7.63(m.4H), 7.44(dd. IH) , 5.23 

(t.lH), 4.72(m,lH), 4.12(t,lH), 3.87(dd, IH) , 3.68(m,lH), 3.56(ni.lH), 2.32 
(s,3H), 2.10(s,3H) 

^>*'1'»fl S (R)-3-(4-(2-( [ 1 , 2 , 3] Hel o>#-l-"Q ^ ^-5-^ )-3-#S.S^ ^ )- 
5-«lH.^AlTfl^^A>#Blia-2-^^ y^3i (^^1- 24) 

(l-alllEflse1-#-5-«a)-5-ti.S-£s)e|ci tflxi 2-([l,2,3]Se)<^># 
-l-^)-5-ti.SS.5ilsl^^ 2g* ^71-^1-^ ^1^^1-31, >a-7l ^Ajoil 13}. :^<a^ 

IJ-^^S. 1.2g ^ ^^c}-. 

' H NMR(DMS0-d6 ) 8.88(s.lH), 8.76(s,lH), 8.28(d,lH), 8.21(d,lH), 8.01 

(s.lH), 7.70(m.2H), 7.51(dd,lH), 5.26(t,lH), 4.75(m,lH). 4.14(t.lH), 3.90 
(dd,lH), 3.68(m,lH), 3.58(m,lH) 

e (R)-3-(4-(2-( [ 1 , 2 , 3] HB? o>#-2-^ ) 2l ^cl-S-'Q )-3-#S.S.3^ ^ )- 
5-«lH.-^AH^ ^^}^^^-2-^^ 29) 

#^1:^^ (l-oi)^BilEe}.^-5-<g)-5-wi^i£.s)e|ci tflA] 2-([l,2,3]Sel<il-# 
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5).^^ o.7g * ^Sit:!-. 
' H NMR(DMS0-d6 ) 8.74(s,lH), 8.25(dd, IH) , 8.23(s,lH), S.lKd.lH), 7.69 

(ni.3H), 7.49(dd,lH), 5.24(t.lH), 4.75(m,lH), 4.14(t,lH), 3.89(dd,My), 3.68 
(m,lH), 3.59(m,lH) 

^-M<4i 7 : (R)-3-(4-(4-(4-Alo>2iiP|I^ >^l-ol«>>#-2-^)3^1i)-3-#S.S.i^li)- 
5-«|H.^AlBl|^ ^A>^B]ia-2-^^ :^3. (^^1- 32) 

(l-ofllBflEE).^-5-<g)_5_ti.S-2-3je|ia 4-(4-Alo>i^iil|^ a} 

»^^^S. S^l 51-^1- 520ing* ^^1=1-. 

'h NMRCDMSO-de) 8.04(s,lH). 8.00(s,lH), 7.65(m,5H), 7.47(dd,lH), 5.24 

(t.lH), 4.74(m,lH), 4.23(s,2H), 4.13(t,lH), 3.88(dd,lH), 3.68(m,lH), 3.59 
(m,lH) 

-a>^1ofl 8 : (R)-3-(4-(2-(l-tfl^^Hef#-5-^)3^3l^-5-^)-3.5-t|#S.S.3^ 

(R)-[N-3-(4-mel oil ^-hBfl ^-3-1-^^5)1 ^)-2-^4i-5-^Al.#elcj 
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(R)-[N-3-(4-SBlnlHiBll^-3,4-cll-S.S-5ll^)-2-^4i-5-^Al-^el 

' H NMR(DMS0-d6 ) 8.81(s,lH), 8.25(d,lH). 8.10(d,lH), 7.54(d,2H), 5.25 

(t,lH). 4.77(m,lH), 4.47(s,3H), 4.13(t,lH), 3.89(dd,lH), 3.68(m, IH) , 3.57 
(m.lH) 

^^1'^9 : (R)-3-(4-(2-(2-^^-[l,3,4]^A>xqo>§-5-^)3^elTa-5-^)-3,4- 

#^#^5- (R)-[N-3-(4-SElD|l^^itll^-3,4-c^l-SS3ll^)-2-^ih-5-^A>^ 
Bl^-^l^ll^^sl- 2-(2-oll^-[l,3,4]^A>cl<i>^-5-«^)-5-ti.^jE. ss\^^-^ >^]-g-^<^ 

' H NMR(DMS0-d6 ) 8.83(s,lH), 8.25(d,lH), 8.15(d,lH), 7.55(d.2H), 5.25 

(t.lH). 4.77(m,lH). 4.13(t,lH), 3.89(dd,lH), 3.68(m,lH), 3.59(m,lH), 2.63 
(s.3H) 

^>1o« 10: (R)-3-(4-(2-( ^ n He?-#-5-^ ) b| ^3-5-^ )-3-#SSJ^ ^ )- 
5-^21 ^^A] Till ^ ^A>#Bl^-2-^ HeJ#S.S.<>l-AflH'a:^ ;»fl2: (^^^ 12) 

(R)-3-(4-(2-( l-Dfl ^ Efl E e^-^-5-<g )s] el ia-5-<a )-3-l-^S.3ll ^ )-5-^l ^^a] 
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^-2-^(21-^1- 10) 4g^ c]Dil^5L#o>o>olc 25m£<H] ^<^]JL ^^ofl 
LS-cl-^l^S-^j-i^VJlclolPlH. 3.34g:2)- BOC-g-el'y 2.36g, 4-i::1i^l^oHi^^sl 
^ 0.2g* 71-t!: ^ 10>«^m^<?V Jil«]:*l-^i=1-. ^7] ^^^ofl 1-^ 7l-t!: 

^l-<^ 51-^1- 4.47g(76%)* ^^4. 

^ H NMR(DMS0-d6 ) 8.92(s,lH), 8.19(s,3H), 8.17(in,2H), 7.77(t,lH), 7.69 

(dd,lH), 7.49(dd,lH), 5.00(m,lH), 4.46(m,2H), 4.47(s.3H). 4.24(t,lH), 3.92 
(dd.lH), 3.90(s,2H) 

^>»>1ofl 11: (R)-3-(4-(2-( l-p(| € n Sel-#-5-^ el )-3-i^S.S.J^ >i )- 

5-(L-^^^Al)pfl^ ^A>#el^-2-^ Hel#SS.«>>>llH'a:^ (^^* 20) 

>S-7l ^Al<^l lOoflAi AV-g-tb BOC-l-el^ tflAiofl BOC-^^* ^]-§-«1-<^ ^7] ^ 

^ H NMR(DMS0-d6 ) 8.92(s,lH), 8.40(s,3H), 8.21(in,2H), 7.76(t,lH), 7.65 
(dd.lH), 7.48(dd,lH), 5.05(m,lH), 4.63(dd,lH), 4.47(s,3H), 4.43(dd,lH), 4.28 
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(t,lH), 4.01(d,lH), 3.93(dd.lH), 2.14(m,lH), 0.98(d,3H), 0.95(d.3H) 



^-^^<^ 12: (R)-3-(4-(2-[l,2,3]m5lo>#-l-^ ni\^-5-^)-3-^S.S.n^)- 

' H NMR(DMS0-d6 ) 8.87(s,lH), 8.76(s,lH), 8.33(s,3H), 8.29(d,lH), 8.00 

(s,lH), 7.77(t,lH), 7.76(t,lH). 7.67(dd,lH), 7.47(dd,lH), 5.02(m,lH), 4.49 
(m,2H). 4.23(t,lH), 3.93(m,3H) 

-a^lofl 13 : (R)-3-(4-(4-(4,5-T=|^m^>«'>#-2-^)i^l|li)-3-#S.S.3^^)-5-^ 

(^^1- 21)# A]-g-§]-C^ ^7] ^Alofl 1031- ^-Br ^^"U^S. S.^^] ^ 

^ H NMR(DMS0-d6 ) 8.31(s,3H), 7.97(d.2H), 7.64(m,4H), 7.45(dd.lH), 5.01 
(m.lH), 4.47(m,2H), 4.25(t,lH), 3.94(dd.lH), 3.90(s.2H) 

^>^1<^ 14 : (R)-3-(4-(2-(2-p«^-[1.3,4]^A>c^o>^-5-^)3i|slTa-5-^)- 
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W 27) 

16)1- >«'i-s-«i-«^ ^7] ^Aiofl 102). ni-^^s. s.^] ^^1-^ 

^ H NMR(DMS0-d6 ) 8.96(s,lH). 8.31(s,3H), 8.22(s,2H), 7.76(t,lH), 7.66 

(dd.lH), 7.50(dd,lH), 5.04(ni,lH). 4.50(m.2H) , 4.25(t,lH), 3.94(dd,lH), 3.91 
(s,2H), 2.63(s,3H) 

-a^lofl 15 : (R)-3-(4-(4-(4-Alo>iiP|I^ >«'>«>l<>>#-2-^)3^^)-3-#S.SJ^li)- 

32)* A>-g-5i-c^ ^7] ^x\d\] 104- iJ-^-^-s. a^i ^ 

' H NMR(DMS0-d6 ) 8.25(s,3H), 8.03(d.2H), 7.68(m,5H), 7.44(dd,lH), 5.01 
(m.lH), 4.48(m,2H), 4.25(ra,3H), 3.92(m,3H) 

^^1*^ JB : 

(R)-3-(4-(2-([1.2,3]m5l«>>#-2-'^)3q5lia-5-^)-3-#S.S.3^^)-5-#5|'M^>«'H€ 
^A>#2l^-2-^ meJ^SS-dVAflS-a:^ ;^35: (^^# 35) 
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^ H NMR(DMS0-d6 ) 8.78(s,lH), 8.23(m,2H), 8.22(s,3H), 8.20(s,lH), 8.12 

(d.lH), 7.75(t,lH), 7.67(dd,lH), 7.48(dd,lH), 5.01(m,lH), 4.49(m,2H), 4.24 
(t,lH), 3.92(dd,lH), 3.89(s,2H) 

^^1<fl 17: (S)-[N-3-(4-(2-(2-^4i-4-#e1^^Al ifl ^-1-^)3^ ^ ^- 

^]3i 1) 

1. ^ 1^:^ 

(S)-[N-3-(4-SBl nil ^^Efl ^-3-#5.S.sfl ^ )-2-44i-5-^A>^2l ^ ] ^11 
^^'^Mo]^ 1.8g^ l-Dll^-2-5i|*el^ 14m«<Hl ^<^]3L ^^<H1^-1 2-(2-^4i-4-sl = 
s.Alnll^5i)l-ej^-l-«a)-5-JdS2.5Z)elia 1.03g, 0.55g2)- c^^^^ 

^3^^. ^71 «]:-§- ^^#«^] 7Vt!: <^m«iHlEfloi:Es. ^ 

>H1 *H (S)-[N-3-(4-(2-(2-^4i-4-^l H^-a] ofl ^sj f-e] ia-l-<a e) ^-5-*^ )-3-l- 
S.S.5ll^)-2-^4i-5-^Al-^slci^]Dfl^ <i>>Hl:E<^MolB. 410nig(21%)^ '^9X^. 

2. :^ 2^3:^ 
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^7] ^] l^nM^^ 1-^ 50mg^ c^till^5L#o>p>o]c 2.3m£<Hl ^°]3L ^ 

^<H1>H l,3-cl'««l#S.^^?>iLT::lolPl:c 35m^- BOC-#e|^ 25mg, 4-1:1 till ^o>Tili^3q 
2.1nig* 7Vtl: ^ lO^l^^"?]: JiL«]:Sl-5i^. ^-§- ^^#'^1 7l-fb tq-^- 

SoH ^^1- WOmg* '^$X^. 

^ H NMR(DMS0-d6 ) 8.60(s,lH), 8.40(d,lH), 8.28(s.3H), 8.25(m,lH), 8.08 

(dd.lH), 7.63(m,2H), 7.42(dd,lH), 4.76(in,lH), 4.27(s,2H), 4.16(q,2H), 3.87 
(s,2H), 3.80(m,2H), 3.42(m,2H), 2.62(m,lH), 2.11(m,lH), 1.83(s,3H) 

-aAlofl 18 : (S)-[N-3-(4-(2-(4-#5l^^AlplI^-[l,2,3]He1o>#-l-^)3^2l 

-im^i^ (^^# 2) 

#^1-^^ 2-(2-^^-4-«l:^^^1^1^5ill-e)^-l-<g)-5-ti.s.S.s)e|^ cflA} 
2-(4-^ls.^Alt.ll^-[l,2.3]mBlo].^-l-^)-5-ti.s.S.3i)5]^^ ^71-^1-^ Tsfls^l^l- 
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' H NMR(DMS0-d6 ) 8.96(s,lH). 8.89(s,lH). 8.22(in,6H), 7.74(t,lH), 7.68 



(ddaH), 7.48Cdd,lH), 5.42(s,2H), 4.78(m,lH), 4.19(t,lH), 3.91(s,2H), 3,79 
(dd.lH), 3.43(m,2H), 1.83(s,3H) 

(S)-[N-3-(4-(2-(5-^2l ^^A] pfl ^ o] >fc^A>#-3-^ el ^-5-^ )-3-#S.S.3^ ^ )- 
3) 

2-( 5-^1 ^^^1 I'll ^oldt^A>$)-5-^^S.5ilelc1 -i: ^7]-5rl-^ ^l^^j-JL, 

^ H NMR(DMS0-d6 ) 8.89(s,lH), 8.26(s,3H), 8.12(m,2H), 7.72(t,lH), 7.64 

(dd.lH), 7.48(dd,lH), 7.21(s,lH), 5.49(s,2H), 4.77(ra,lH), 4.17(t,lH), 3.98 
(s,2H), 3.79(m,lH), 3.43(m,2H) , 1.83(s,3H) 

-aAlofl 20 : (S)-[N-3-(4-(2-(2-^4i-3-#2l-a^Al3^1^2l^-l-^)5^5l^- 
5-^)-3-#SS3^1d)-2-^4i-5-^A>#s1^^]^^ o]->i|H<»MolH. m2l#S.So]->M| 
:^3i (^^^ 5) 
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2-(2-^^-4-€rl:^^Ala11^s)l-e)cl-i-«g)_5-a.5.2.5i)e)^ cflAi 

^ H NMR(DMS0-d6 ) 8.60(s,lH). 8.33(d,lH). 8.28(s,3H), 8.25(m,lH), 8.05 

(d.lH). 7.63(m,2H), 7.42(dd, IH) , 5.78(t,lH), 4.78(m,lH), 4.16(q,2H), 3.98 

(s,2H), 3.85(ni,lH), 3.78(ni,lH), 3.43(ni,2H), 2.62(ni,lH), 2.12(m,lH), 1.83 
(s,3H) 

21 : (S)-[N-3-(4-(2-(5-^5l^^%Aliill^-[l,2,4]4A>i:^d>#-3-^)3q 

«>>Al|m>a:^ (^^# 6) 

2-(2-^4;-4-§lS-^Alt.ll^Sll-s|ci-i-^)-5-ti.s.S.5qe|^ tflA] 

^ H NMR(DMS0-d6 ) 8.95(s,lH), 8.32(s,3H), 8.21(m,3H), 7.75(t,lH), 7.65 

(dd.lH), 7.47(d,lH) 5.67(s,lH), 4.78(m, IH) , 4.18(t,lH), 4.05(s,2H), 3.80 
(m,lH), 3.43(ni.2H). 1.83(s,3H) 
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^M<4 22 : (S)-[N-3-(4-(2-(5-#5l'g4'^H^-4,5-c1«l=.S.ol4i^A>^- 

5l#SS<»>>flS>a:^ ^2: C^VrM: 7) 

2-(2-^4i-4-^l^^AlDfl^3i|l-2]ci-i-<^)-5-ti.^a.5t|elci cflA} 

2-(5-*l:B^Aiiii)^-4,5-c]^l:BS.<5ld2^A>^-i-<^)-5-ti.s.2.sleli^l# ^7}^}^ 

^ H NMR(DMS0-d6 ) 8.81(s,lH), 8.27(t,lH), 8.24(s,3H), 8.05(m,2H) , 7.69 

(m,2H), 7.44(d,lH) 5.04(m,lH), 4.76(tn,lH), 4.41(dd, IH) , 4.32(m,lH), 4.17 
(t,lH), 3.86(s,2H), 3.77(m,lH), 3.60(m,lH), 3.44(ni,2H), 1.83(s,3H) 

^^1<^ 23 : (S)-[N-3-(4-(4-(4-^eJ^^AH€A>ol6>^-2-^)3^li)-3-#S 
(^^1- 30) 

2-(2-^^-4-5^1^^Aln)i^sl^5]ci-l-^)-5-a.S.S.3je|ci 
4-(4-§l = -^AlD)l^ A>ol6>^-2-«a)-W-S.2.5ll^ # ^7}^^ ^15^^1-31, ^7] 

' H NMR(DMS0-d6 ) 8.25(s,3H), 8.00(d,2H). 7.85(s.lH). 7.69(m,4H), 7.44 
(dd,lH), 5.63(s,2H), 4.76(m,lH), 4.16(t,lH), 3.93(s,2H), 3.79(dd,lH), 3.43 



82-42 



(m,2H). 1.83(s,3H) 



24: (R)-3-(4-(2-(l-i^^B||mBf^-5-^)3q «J^-5-^)-3-#SSJ^ li)- 
5-[l,2.4]:EBjol.^-l-^ii(|^ ^A}^^j^-2-B:^ :^3i (^^# 4) 

1. ^ 1^:^ 

(R)-3-(4-(2-( 1-^11 ^ BflBe1-#-5-«a )s1 e) i^-S-^a )-3-l-^^3il ^ )-5-3rl ^^^1 

^#5-e^-<il:= 0.46g, Hs1oi]lo>T?l 0.75m£* 7}^-'^^. ^£oll>»=1 30 

JiltiVtb ^, ^-§-^* M]^^5L -^7]%-^ o^ozf :a-<a-^^ 

§H (R)-3-(4-(2-(l-till^Eflmel-#-5-*a)3ilelci-5-<g)-3-^^^iEll^)-5-o)l^^^^ 

^Alnfl^ ^A>^2^^-2-^ lg(82%)^ <^9X^. 

2. :^ 2^;fl 

<>>^ SOOmg^l- iii#§l-ol^e)-<:>lH.(60%) lOOing* ^^^il^i 7}^ ^ 2'U^9}: 

^^1- 400mg(43%)* '^SX^. 

^ H NMR(DMS0-d6 ) 8.91(s,lH), 8.57(s,lH), 8.19(m,2H), 7.74(t,lH), 7.58 

(dd.lH), 7.42(dd,lH). 5.13(m,lH), 4.64(m,2H), 4.46(s,3H), 4.28(t,lH), 3.99 
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(dd.lH) 



^M<^ 25: (R)-3-(4-(2-(l-i^^B0meF#-5-^)3^e1ia-5-^)-3-#SS3^^)- 
5-[l,2.3]M3?«>>#-2-^u||^^A>#5lTa-2-^(^^#8) ^ (R)-3-(4-(2-(l-^^Bj| 
H2^#-5-«g)3qBl^-5-"^)-3-i-SS.i^^)-5-[l,2,3]HeJo>#-l-^i^^^A>#el^- 

2- ^(l^-^# 9)^ 

24sq- ^"^^ "tJ-i^^^ ^-§-«H 8)3)- 9)2) ^<H, € 

(S)-^# 8) ' H NMR(DMS0-d6 ) 8.90(s,lH), 8.19(m,2H), 7.82(s.2H), 7.71 

(t.lH), 7.59(dd,lH) 7.41(dd,lH), 5.22(m,lH), 4.86(m,2H), 4.46(s,3H), 4.30 
(t.lH), 3.98(dd,lH) 

(^^1- 9) ' H NMR(DMS0-d6 ) 8.90(s,lH), 8.18(m,3H), 7.75(s.lH), 7.72 

(t,lH), 7.59(dd,lH) 7.42(dd,lH), 5.22(m,lH), 4.86(m,2H), 4.46(s,3H), 4.30 
(t.lH), 3.98(dd,lH) 

^>^1^ 26 : (R)-3-(4-(2-(2-ifl^-[l,3,4]4A>tqd>^-5-^)3^el^-5-^)- 

3- #S.S.3^ld)-5-[l,2,3]SBl«^>#-l-^ifl€ ^A>#2l^-2-^^ (^^^ 13) 
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#^1-^5. 16)3}- i^2,3-^^<^}i-^ ^7}^^ ^l^^f^l, ^7] 

' H NMR(DMS0-d6 ) 8.92(s,lH), 8.20(s,2H), 8.17(s,lH), 7.75(s,lH), 7.73 

(t,lH), 7.61(dd,lH) 7.43(dd,lH), 5.18(m,lH), 4.85(ni,2H), 4.29(t,lH). 3.96 
(dd.lH), 2.62(s,3H) 

27 : 

(R)-3-(4-(2-([1.2,4]m5lo>#-l-^)5qB|Tc!-5-^)-3-#S.S.i^^)-5-[l,2.3]H3|o> 
^A>#Bl^-2-^^ :^3i m^M: 14) 

^ H NMR(DMS0-d6 ) 9.40(s,lH), 8.70(s,lH), 8.32(s,2H), 8.25(d,lH), 8.17 

(s.lH), 7.96(d,lH), 7.75(s.lH), 7.71(t,lH), 7.60(dd,lH) 7.42(dd,lH), 5.18 
(m.lH), 4.86(ni,2H), 4.29(t,lH), 3.96(dd,lH) 

-a^l*^ 28: (R)-3-(4-(2-(l-pfl^^Sef#-5-^)5^elTa-5-^)-3-tSS.3flii)- 
5-#SS.i^^ ^^\^^^-2-&^ 18) 

10) lOOmg ^ nil^^€-^e1-<5l:^ 5m£ofl H'^]3L ^^ofl^i cIoH^oVd] 
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^'a- ^^3.S.^}S.-L^^S. iE.;*ll2l-^l- 75iiig(75%)€- 

' H NMR(DMS0-d6 ) 8.91(s,lH), 8.19(m,2H), 7.74(t,lH), 7.66(dd,lH) 7.49 
(dd.lH), 5.06(m,lH), 4.89(m,2H), 4.46(s,3H), 4.23(t,lH), 3.95(dd,lH) 

^^141 29 : (S)-3-(4-(2-(olTilc|.^-l-^)3t|2|ia-5-^)-3-tSS.i^^)-5-<>> 
uliiiill^ ^>^>#2l^-2-^ «|H.S#S.e^olH.^ 43i (^^# 19) 

(S)-[N-3-(4-(2-( o] X2] rq-#-l-<a )S\ ^ ^-5-<U )-3-^S.S.^] ^ )-2-^i-5-^Al- 
^s^^S'^]^!^ cl-x-11So>p>ol:c 2.5g* <^M4r SAmUSi^ s)e]ci so^SmH^] ^o]5L ^ 
^oflA^ siH.^^o>Di 2.36g^ 7}^ ^ 100V^]M 10^]^ mL^^-^^. ^-g-^<Hl oil 

*l-ui #ss.5L#. Dfl^*, ofltfls* >^l-g-*]-<^ Ig ^^1^. 

30 : (S)-[N-3-(4-(4-(4,5-r:l»Hl^^A>#-2-^)j^^)-3-#SS.3^^)- 
2-^>5i-5-^A>#s1^^]pl)^ o>>»fl3o>p>o]H5^ ;^3i 11) 

(S)-[N-3-(4-Sel nil ^ ^-S-l-S-S-afl ^ )-2-^4i-5-^a>^s1 ^ 
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^ H NMR(DMS0-d6 ) 8.24(ni,lH), 7.96(ni,2H), 7.62(m,4H), 7.45(dd, IH) , 4.78 

(m,lH), 4.16(t,lH), 3.79(dd,lH), 3.41(ra.2H), 2.32(s,3H), 2.10(s,3H), 1.83 
(s,3H) 

-a^lefl 31 : (S)-[N-3-(4-(2-(4,5-cli^^^A>^-2-^)3i|5l^-5-^)-3-^S.S 

#^1-^^ (S)-[N-3-(4-S.el t^l ^-3-1-S.S.sll ^ )-2-^:fc-5-^A>^e) ^ 
'UM^ o>x.flEo>p>ol:E.5f 4-(4,5-c]pjl^^Al-$-2-<a)-5-^^2-3lelri^ ^7}^^ 

' H NMR(DMS0-d6 ) 8.81(s,lH). 8.24(t,lH), 8.07(m,2H), 7.77(t.lH), 7.62 

(dd,lH), 7.45(dd,lH), 4.78(ra,lH), 4.18(t,lH), 3.79(dd,lH), 3.42(m,2H), 2.35 
(s,3H), 2.12(s,3H), 1.84(s,3H) 

-aAlofl 32 : (S)-[N-3-(4-(2-([l,2,3]Hel<>>^-2-^)3^5l^-5-^)-3-#S.S. 
3^^)-2-^di-5-^>^>#e?^^]^^ <»>>llH«>MolH.^ ^S. (^^# 25) 

(S)-[N-3-(4-Sel oil ^-3-1-^5.511 ^)-2-^:5i-5-^Al-^5^cl 
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^ H NMR(DMS0-d6 ) 8.74(s,lH), 8.24(m.2H), 8.19(s,2H), S.lKd.lH), 7.72 

(t,lH), 7.64(dd,lH), 7.45(dd,lH), 4.79(m,lH). 4.18(t,lH), 3.79(dd,lH), 3.43 
(m,2H), 1.84(s,3H) 

^Alafl 33 : (S)-[N-3-(4-(4-(4(S)-«lH.^AH^-4,5-t:|«l£.S^A>^-2-^) 

26) 

#^1-^5- (S)-[N-3-(4-meltfl]^^^Efl ^-3-1-5.5.511 ^)-2-^:i:-5-^>^l-*el^ 
<a]Dll^ oVAflHoM<^l:^5i)- 4-(4(S)-«lS-^^Hl^-4,5-c1«l:E-5.^A].§-2-«a)-«.5.2. 

NMRCDMSO-de) 8.23(t,lH), 7.91(d.2H), 7.62(m,4H), 7.42(dd,lH), 4.82 

(t,lH), 4.78(m,lH), 4.41(t,lH), 4.28(m.2H), 4.16(t,lH), 3.79(dd,lH), 3.61 
(m.lH), 3.48(m,lH), 3.43(m,2H), 1.84(s.3H) 



^>^1'^ 34 : (S)-[N-3-(4-(4-(4-Alo>i,pi|^ A>«>l«»>#-2-^)i^^)-3-#S.Si^ 
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c>AilEo>n>o]:E.Si}- 4-(4->««l<>>iinfl^ A].olo].^-2-<a)-«.S.a2fl^* ^7}^^ 

NMRCDMSO-de) 8.25(t,lH), 8.00(d,2H), 7.67(m,4H), 7.44(dd, IH) , 4.79 

(m,lH), 4.23(s,2H), 4.14(t,lH), 3.79(dd,lH), 3.43(m,2H), 1.83(s,3H) 

-aAlofl 35 : (R)-3-(4-(4-(4-«lS.-^AlTi|I^ A>olo>#-2-^)3^ii)-3-#SS.3^ 
^)-5-[l,2,3]HBl<»>#-l-^»l|^ 4A>^Bl^-2-^5l >\]Sl 36) 

(R)-3-(4-SSl ^1 ^^Bfl ^-3-1-S.S-iJll ^ )-5-[ 1 . 2 , 3]Sel o>#-l-<a 

^ H NMR(DMS0-d6 ) 8.16(s,lH), 8.00(d,2H), 7.75(s.lH), 7.64(dd,2H), 7.62 

(t,lH), 7.52(dd,lH), 7.48(s,lH), 7.36(dd,lH), 5.40(t,lH), 5.18(m,lH), 4.85 
(d,2H), 4.62(d,2H), 4.28(t,lH), 3.95(dd,lH) 

^>*'1<fl 36 : (R)-3-(4-(4-(4-#e|^^AH^ A>ol<>>#-2-^)i^^)-3-#S.S 
3^)d)-5-[l,2,3]:^Bio>^-l-^p|j^ ^A>^B^^-2-^ mel#S.S.oVAflH<i^ 
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(^^# 37) 

5i> (R)-3-(4-(4-(4-«^1:B^a]o|1^ 

A>ol c>^-2-«a ^ )-3-l-SS.3ll ^ )-5-[l , 2 , 3]Se| «^V#-1-^^1 1 A-^l^'s] ^-2-^ 

52> ' H NMR(DMS0-d6 ) 8.29(s,3H), 8.17(s,lH), 8.00(d,2H), 7.85(s,lH), 7.75 

(s.lH), 7.69(dd,2H), 7.67(t,lH), 7.55(dd,lH), 7.43(dd,lH), 5.36(s,2H), 5.19 
(m.lH), 4.86(d,2H), 4.28(t,lH), 4.28(t.lH) 

53> ^Alojl 37: (R)-3-(4-(2-(l-^€^He?-#-5-^)3^2l^-5-^)-3-#S.S.3^^)- 

^A>#B)ia-2-^Sl y^Si (^^# 33) 

>4> ^71 ^AHl 2421 2^;^1«^1>H ^^i^ (R)-3-(4-(2-(l-nil^BllHe1-#-5-'a) 

slBl^-5-'a)-3-l-S.S.5ll^)-5-^1^^5£^^Alall^ ^Al-$e|ri-2-^ 400rag# "11^ 
^ 10m£<^l ^ol3L dh#i:^l^Afolc 90mg# ^^-^l^i 7]-5rl-5|i:^. §>^^<y: ^^<>11>H 

Sl-^# 200mg(58%)* '^9X^. 
55> ' H NMRCCDCla ) 8.90(s,lH), 8.29(d,lH), 8.04(d,lH), 7.61(dd,lH), 7.58 
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(t.lH), 7.38(dd,lH), 4.80(m,lH), 4.45(s,3H), 4.08(t,lH), 3.96(dd, IH) , 3.67 
(m,2H), 3.43(s,3H) 

^^1<^ 38: (R)-3-(4-(2-(l-»fl^^Mel-#-5-^ )^ ^ ^-5-^ ys-^S.S.^'d)- 
5-N,N-clTi|l^<J>nliiP|I^ ^>««l-#Bliil-2-^^ ^]a^ (^^# 40) 

^7] ^X\6\] 242] 2^n'^]^^ (R)-3-(4-(2-(l-i:fll^Bfl:E sj-^-S-*^) 

sls1^-5-"a)-3-l-S.S.all^)-5-Dll^#^^^AlDil^ ^A>^e)^-2-^ lOOmg* rqnfl 

S-JlEl-slS ^^^1^<=^ a^l 70ing(76%)* 

NMRCDMSO-de) 8.91(s.lH), 8.19(m,2H). 7.76(t,lH), 7.65(dd,lH), 7.49 

(dd.lH), 4.98(m,lH). 4.63(s,3H), 4.27(m,3H) , 3.94(dd,lH), 2.79(s,3H), 2.74 
(s.3H) 

-a^lofl 39: (S)-3-(4-(2-( 1-^41 € n Hel-#-5-^ )^ ^ ^-5-^ )-3-^S.S.n ^ )- 
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E. 240ing* ^^^1>H y}^^^. 80r<^lAi 30Al:?1:^oi- ^ <Hl€^Hl«fl<=»lSl- 

^-^1-* ^^3.Sn>S3.e1-5)S. ^^;^1*V<^ a^Hl 80ing(45%)* ^^^cf. 

' H NMRCDMSO-dfi ) 8.91(s,lH), 8.18(m,2H), 7.73(t,lH), 7.66(dd,lH), 7.47 

(dd.lH), 7.17(m,lH), 4.94(m,lH), 4.46(s,3H), 4.25(m,3H), 3.85(dd,lH), 2.49 
(d,3H) 

40: (R)-3-(4-(2-(l-^^B(|se?-#-5-^)3^5l^-5-^)-3-#SS.J^ld)- 
5-(L-^el-^^Al)«lI^ ^>^>#e1^-2-^ H21^S.S.6>>11:eai.^ (^^# 42) 

^7] ^Ajo)! looilAi A>-g-^ BOC-^e]^ tfl^<^l BOC-L-<y:el-vd^ ^l"§-*l-<^ -S" 
7l ^AHl 103}- «<J-^-^S ^^4. 

^ H NMR(DMS0-d6 ) 8.91(s,lH). 8.42(s,3H), 8.20(m,2H), 7.75(t,lH), 7.67 

(dd,lH), 7.48(dd,lH), 5.05(m,lH). 4.61(dd,lH), 4.46(s,3H), 4.41(dd,lH), 4.26 
(t.lH), 4.18(m,lH), 3.96(dd,lH). 1.36(d,3H) 

^->^lofl 41: (R)-3-(4-(2-( ^ ^flSe^#-5-^ ^ ^-5-^ )-3-#SS.3^ ^ )- 
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^7] ^X\6\] ii6\]A^ ^^i^ 20) 500ing^ 1-<H1 ^91 ^ 

^*?J-^S§h<>l a^l 200mg(46%)* ^9X^. 

' H NMR(DMS0-d6 ) 8.92(s,lH), 8.54(bs,3H), 8.20(m,2H), 7.76(t.lH), 7.65 

(dd.lH). 7.49(dd,lH), 5.04(m,lH), 4.58(dd,lH), 4.46(s,3H), 4.41(dd,lH), 4.26 
(t,lH), 3.95(m,2H), 2.17(m,lH) , 0.97(d,3H), 0.94(d,3H) 

^>^1<4 42: (R)-3-(4-(2-( H«l-#-5-^ el ^-5-^ )-3-#S.S.J^ ^ )- 

5-(L-^el-li^Al)plI^ ^A>^2l^-2-^ «fo]H.S.#S2?-olB. (^^# 44) 

' H NMR(DMS0-d6 ) 8.92(s,lH), 8.52(bs,3H), 8.20(m,2H), 7.75(t,lH), 7.66 

(dd.lH), 7.49(dd,lH), 5.05(ni,lH), 4.60(dd,lH), 4.46(s,3H), 4.41(dd.lH), 4.26 
(t,lH), 4.18(m,lH), 4.00(dd,lH), 1.37(d,3H) 

-a^lofl 43: (R)-3-(4-(2-(l-^€Bl|E«l-#-5-^)3^«lia-5-^)-3-#S.S.3^(|^)- 
5-&Bl-€^>^l^€ ^'«'>#2l^-2-^ «f6lH.S.#S.2l-o]= (^^^ 45) 
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NMRCDMSO-de) 8.91(s,lH). 8.48(bs,3H), 8.18(m,2H), 7.75(t,lH), 7.65 

(dd,lH), 7.49(dd.lH). 5.03(m,lH), 4.48(m,2H), 4.46(s,3H), 4.24(t,lH), 3.99 
(dd.lH), 3.86(m,2H) 

44 : (S)-[N-3-(4-(4-(4-«lH.^Alii||^A>old>^-2-^)3^li)-3-#S.S. 

(S)-[N-3-(4-S.el Dj] ^^lEfl ^-3-1-^5-511 ^ )-2-^^-5-^A]-#el ^ 

^ H NMR(DMS0-d6 ) 8.24(t,lH). 7.98(d,2H), 7.65(m,2H), 7.59(m,2H), 7.43 

(s,lH). 7.41(dd,lH), 5.40(t,lH), 4.79(m,lH), 4.63(d,2H), 4.16(t,lH), 3.79 
(dd.lH). 3.43(m,2H), 1.84(s,3H) 

^^lofl 45: (R)-3-(4-(2-(l-^^^m^^#-5-^)3^^^la-5-^)-3-^S.S3^^)- 
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NMRCDMSO-de) 9.25(bs,2H), 8.91(s,lH), 8.20(ni,2H), 7.76(t,lH), 7.65 

(dd.lH), 7.48(dd.lH), 5.05(m,lH), 4.57(dd,lH), 4.45(s,3H). 4.41(dd,lH), 4.26 
(t.lH), 3.96(dd,lH), 3.23(m.2H), 2.21(ni,lH), 1.92(m,3H) 

^AloQ 46: (R)-3-(4-(2-( 1-^ € ^ H5l-^-5-^ ) J| ^ ^-5-^)-3-^S.S.n ^ )- 

(5)-^^ 46)# >«<l-g-«><^ ^Ajo^l 41311- nJ-i^^S- S.^] ^ 

^ H NMR(DMS0-d6 ) 9.11(bs,2H), 8.91(s,lH), 8.20(m,2H), 7.76(t,lH), 7.65 

(dd.lH), 7.49(dd,lH), 5.05(m,lH), 4.55(dd,lH), 4.46(s,3H), 4.41(dd,lH), 4.25 
(t.lH), 4.01(dd,lH), 3.36(m,2H), 2.07(m.lH), 1.89(m,3H) 

r^^_47 : (R)-3-(4-(2-(2-ifl€-[l,3,4]^>«.>ri«*>#-5-^)3^Bl^-5-^)- 
3-#S.S.:^li)-5-^eJ^^AH^ ^A>^5^^_2-^ «|-o]=s.#S.el-olH. (^^1- 48) 

(^^# 27)* '^l-g-^l-*^ ^Ai<^i 4132}- tg-^^s. 
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' H NMR(DMS0-d6 ) 8.92(s,lH), 8.48(s,3H), 8.21(s,2H), 7.76(t,lH), 7.66 

(dd.lH), 7.48(dd,lH), 5.04(m, IH) , 4.47(m,2H) , 4.23(t,lH), 3.94(m,lH), 3.84 
(d,2H), 2.62(s,3H) 

^>»>1<4 48: (R)-3-(4-(2-( 1-pfl «l lel-S-^ )-3-^S.S.3^ ^ )- 

^ H NMR(DMS0-d6 ) 8.91(s,lH), 8.20(m,2H), 7.75(t,lH), 7.73(bs,3H), 7.68 

(dd.lH), 7.48(dd,lH), 5.02(m,lH), 4.46(s,3H), 4.36(m,2H), 4.26(t,lH), 3.93 
(dd.lH), 3.02(m,2H), 2.70(t,2H) 

^^1^ 49: (R)-3-(4-(2-( ^ ^0 H3j-#-5-^ Bl ^-5-^ )-3-#S.S.3^ ^ )- 
5-(p-^5j-li^Al)Ti(|^ ^A>#2l^-2-^ «^o]H.S.#S.e^o]s. 50) 

'h NMRCDMSO-de) 8.91(s,lH), 8.22(m,2H), 8.11(bs,3H), 7.76(t,lH), 7.65 
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(dd.lH), 7.48(dd,lH), 5.02(m,lH), 4.46(s,3H), 4.36(m.2H), 4.23(t,lH), 3.95 
(m.lH), 3.00(m,2H). 2.74(t,2H) 

50 : (R)-3-(4-(2-(2-ifl^-[l,3,4]^A>T:^6>^-5-^)3i|e1ia-5-^)- 

(^^# 51) 

' H NMR(DMS0-d6 ) 8.93(s,lH), 8.39(bs,3H), 8.21(s,2H), 7.76(t.lH), 7.68 

(dd.lH), 7.49(dd,lH), 5.04(ra,lH), 4.61(dd,lH), 4.40(dd,lH), 4.28(t,lH), 4.18 
(dd.lH), 3.95(dd,lH), 2.62(s,3H), 1.36(d.3H) 

r^^_51 : (R)-3-(4-(2-(2-«fl^-[l,3,4]^>^>t:lo>#-5-^):s^5l^-5-'Q)- 

52) 

'h NMRCDMSO-de) 8.93(s.lH), 8.61(bs.3H), 8.21(s.2H), 7.76(t,lH), 7.65 
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(dd.lH), 7.49(dd.lH), 5.05(m,lH), 4.58(dd,lH). 4.39(dd,lH), 4.25(t.lH), 4.12 
(m.lH). 4.00(dd,lH). 2.62(s,3H), 1.36(d,3H) 

^^■1*41 52 : (R)-3-(4-(2-(2-ifl^-[1.3.4]^AVcl6].^-5-^)3^e)Ta-5-^)- 

(^^# 53) 

' H NMR(DMS0-d6 ) 8.93(s,lH). 8.40(bs,3H), 8.21(s,2H), 7.75(t.lH), 7.68 

(dd.lH), 7.48(dd,lH), 5.04(m,lH), 4.62(dd,lH), 4.40(dd,lH), 4.26(t,lH), 3.99 
(d,lH), 3.92(dd,lH), 2.62(s,3H), 2.12(ra,lH), 0.97(d.3H), 0.94(d,3H) 

: (R)-3-(4-(2-(2-Tfl^-[l,3,4]^A>i:lol.#-5-'^)jq5jia-5-^)- 
3-#S.S.3^^)-5-(L-^^^>^l)^m ^>^>#2l^-2-^ ^o]H.S#Sel-olH.^ :^3^ 
(^^# 54) 

' H NMR(DMS0-d6 ) 8.93(s,lH). 8.60(bs,3H), 8.21(s,2H), 7.75(t,lH), 7.67 
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(dd.lH), 7.49(dd,lH), 5.04(m,lH), 4.58(dd,lH), 4.42(dd,lH), 4.26(t,lH), 3.92 
(m,lH), 2.62(s,3H). 2.12(m,lH). 0.97(d.3H). 0.94(d,3H) 

^>^1«^ 54 : (R)-3-(4-(2-(2-ifl€-[l,3.4]^A>i:1«»>#-5-<a)3^2l^-5-^)- 
2: (^^# 55) 

(^^# 16)54 BOC-L-Sl-^# '^V-S-^M ^AHl 103|- IJ-^S-^S. IE 

'h NMRCDMSO-de) 9.20(bs,2H), 8.93(s,lH), 8.21(s,2H), 7.77(t.lH), 7.66 

(dd,lH), 7.50(dd,lH), 5.04(m,lH), 4.59(dd,lH), 4.43(m,2H), 4.26(t,lH), 3.96 
(dd.lH), 3.21(m,2H), 2.62(s,3H). 2.21(m,lH), 1.95(ni,lH), 1.89(iii,2H) 

^^_55 : (R)-3-(4-(2-(2-»l|^-[l,3,4]^A>x:lo>^-5-^)jqeJ^-5-'y)- 

(^tg-^ 56) 

NMRCDMSO-dfi) 9.18(bs.2H), 8.93(s,lH), 8.21(s,2H), 7.76(t,lH), 7.65 
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(dd,lH), 7.49(dd,lH), 5.05(m,lH), 4.57(dd,lH), 4.43(m,2H), 4.26(t,lH), 4.00 
(dd.lH), 3.21(m.2H), 2.62(s,3H), 2.21(m,lH), 1.95(m,lH), 1.89(ni,2H) 

io> ^.^^<^ 56 : (R)-3-(4-(2-(2-»flm-[l,3,4]^A>iil6V#-5-^)3^e?^-5-^)- 

57) 

i2> ^ H NMR(DMS0-d6 ) 8.92(s,lH), 8.21(s,2H). 7.88(bs,3H), 7.76(t,lH), 7.68 

(dd,lH), 7.49(dd,lH), 5.02(ni,lH), 4.36(m,2H), 4.25(t,lH), 3.94(dd,lH), 3.03 
(m,2H), 2.70(t,2H), 2.62(s,3H) 

i3> :M^_57 : (R)-3-(4-(2-(2-i^fl^-[l,3.4]^A>i:^o>#-5-^)3^Blia-5-^)- 

(^^# 58) 

I4> (^^# 57)^ >««l-§-§M ^7] ^aHI 414 K^] ^^^^ ^ 

I5> NMRCDMSO-de) 8.92(s,lH). 8.21(s,2H), 8.08(bs,3H), 7.76(t,lH), 7.68 
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(dd.lH), 7.49(dd,lH), 5.02(m,lH), 4.36(m,2H) , 4.25(t.lH), 3.96(dd,lH), 3.00 
(m,2H), 2.71(t,2H), 2.62(s.3H) 

-a^lofl 58 : 

(R)- [3-(4-(2-( 1-^ ^ n ^^^-5-^)^ 51 ^-5-^ )-3-#S.S.3^ ^ )-2-^4i-5-^a>^ 
el^^]^^ cl4i#3L^ii^olH^ (^^# 59) 

1. :^ l^A 

10(lg)# lOmi^ ^^'%-^Un^^^^S.^^:^M^W:S.^^]B.=l:l) 
Bj-^sS-SEl^a^i-arCCyg)^ 7}t[3L 2^]^^9}: Ja^^V^-H ^^^^^ ^^^S. «]:-§-^ 

dti^#^ -^7]#* A^l^ti: ^ ^3}-, y^<^^^^^ ^ ^^MP>SZ1 

^^IsrH (R)-[3-(4-(2-(l-ofl^BflSE|-#-5-^)3r|e1ia-5-<a)-3-l-S-S.3i|l^)- 
2-^4i-5-^A]-^e|ci^]afl^ ^>-j£i^A]- t:^B)lEe^.«.^o^l^E■^ (0.71g, 71%)# 

'h NMRCDMSO-de) 8.90(s,lH). 8.18(ni,2H), 7.74(t,lH), 7.68 (dd,lH), 7.49 

(dd.lH). 4.98(m,lH), 4.46(s,3H), 4.23(t,lH), 4.18(m,lH), 4.09(m,lH), 3.89 
(dd.lH), 1.39(s,9H), 1.38(s,9H) 
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2. >ll 2^;^ 

3.4ni«(0.5M cjl^^-g-^)-!- ^ 10^1^ 

^ <ifl^«HlBfl=« >^l"g-§l-<H ^-B-** ^^n^JL <^^■^}^ 300 

^ H NMRCDMSO-de ) 8.27(s,lH), 7.56(dd,2H) , 7.06(m,2H), 6.90(m,lH), 4.79 
(m,lH), 4.63(s,3H), 3.90(m,4H) 

^^1^59 : (R)-[3-(4-(2-(2-p(|^-[l,3,4]^><>t:ld>#-5-^)3^Bl^-5-^)-3- 
#SS.3^^)-2-^4i-5-^A>#Bl^^]B||m (^^# 60) 

^ H NMR(DMS0-d6 ) 8.33(s,lH), 7.65(dd,2H) , 7.17(m,2H), 6.90(m,lH), 4.79 
(m.lH), 4.63(s,3H), 3.94(t,lH), 3.78(m,3H) 
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>7> 1 : >^l^^tfl 

i8> ^ ^^<H1 ^Ai-^eli^fe ^o>^7l ^s^o^, 

iChemotheraphy, 29(1), 76, (1981))<H1 7l7l|^ ^^^^'SCagar dilution)* ^l-g- 

^\<^ oljEl^^ofl vflA^^ 7>^1^ :iEl-:tS3.7H^^ ell-f^aiRSA, methicillin 

resistant Staphylococcus aureus)^ «]:3ol-o] a} ofl 7\^]^ <^^^^S.3.9\o] 

(VRE, vancomycin resistant Enterococci )<^1 cfl^ ^5^* ^db^^^^^l-^S. 
(MICso, jMg/m«)^ M-Bfvfl^^. 

J0> 2«=fl M-Bfifloicf. 



[£ 2] 





(MICso, ;«/ine) 




31 (MICso, W/ID«) 


MR55A 


VRR 


MRSA 


VRE 




2 


2 








1 


1 


0.25 


31 


0.5 


0.5 


2 


0.5 


0.125 


32 


0 5 






0.25 


0.25 


33 


2 


2 


4 


2 


2 


34 


1 


1 


S 


0.5 


0.25 


35 


1 


1 


(5 


NA 


NA 


36 


0.5 


0.5 


7 


0.5 


0 5 


37 


0.5 


0.5 


8 


16 


ifi 


38 


0.5 


1 


9 


0 25 


.125 


39 


1 


1 


10 


0.5 


0.25 


40 


4 


8 


11 


0.5 


0.25 


41 


4 


8 


12 


0.5 


0.25 


42 


0.5 


0.25 


13 


0.25 


0,25 


43 


0,5 


0.25 


14 


0.25 


0.25 


44 


0.5 


0.25 


15 


1 


1 


45 


0.5 


0.25 


16 


0 5 


1 


46 


0,5 


0 25 


17 


1 


1 


47 


0 5 


0 25 


18 




2 


48 


0.5 


1 


19 


32 


32 


49 


0.5 


0,25 
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20 


0,5 


0.25 


50 


0 5 


0.25 


21 


1 


1 


51 


0 5 






1 


1 


52 


0.5 


1 




2 


2 


53 


0,5 


1 


24 


0,S 


0 5 


54 


0 5 




25 


0 25 


0 125 


55 


0 5 




26 


0 5 


0 5 


5f5 


0 5 




27 




1 


57 


0 5 




28 


0,5 


0 5 


58 


0 5 




29 


0 5 


1 


59 


0 5 


0.25 


30 


0 5 


0 5 


fiO 


0 5 


1 


NA : ^^"i]:^ (Not determined) 

MRSA : nflEl-a^-Hl m-^-i- 7}^]^ >iEj.^S.2?1>i oV-f 
(methicillin resistant5^apAy/ococcu5 aureus) 
VRE : ^at.fo)AiiHl 7}7\^ '^^iS.3.no] 
(vancomycin Tf^?i\s.Xnnt Entprnrnrri ) 



J3> ^ ^^^^]S. ^%^\7\] ^\^% ^ ^A. 
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37> ^^^m ^^^1 -g-^sj^i ^-f ^^-^ ^yys. 7^ ^ ^1-715^. 

}8> Ms. -R-S.^ 2nig* 7]-^^ tifl ^5.^7} ^'^-g-^*^ ^71- 

^7l-§M -§-^3^1- ^^}^^. ^>7lsq- "o^i^-^S. 32) :<m^i^}<=^ =L 



[£ 3] 









■^^^ 




3 me/me 






10 


10 //e/me 


49 


2.6 me/mf. 


12 


28 nut/mP, 


RO 


20. A me/mP. 


If? 


20 «e/m« 


51 


>50 me/mC 


20 


4.7 mx/vd 


f^2 


>50 mx/me 


27 




53 


30 .3 me/mf. 


42 


>S0 init/me 


R4 


2.9 me/mP, 


43 


4.2 me/me 


RR 


7.2 me/mf. 


44 


>B0 me/me 


Rfi 


>50 me/mP. 


4R 


12 nw/me 


57 


>50 UK/me 


4fi 


<1 63 me/mP. 


R8 


5.5 me/mP 


47 


2 me/ml? 


59 


>50 me/mP. 


48 


>50 me/mfi 


60 


>50 me/mP 



^ *^(^^# 42, >50ing/m«)^ tflS^^ ^]^■^^i3m/ml^)s^]■ ^^(^^ 
* 10, 10/^g/m«)<>11 altfl §oil cflt!: -§-«fli7h 3.7fl 7l)^^^ ^ ^ Sic]-. 
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^ 9X^^. ^^M^ ^-f^ cfoj:^ ;^1;^1S)-7V 7}^^ ^o.^ A]-s.^cf. 



3 : nV-f^iofl tfi^ ^^^^ 

51-^1- 10, 12, 16, 17, 20, 22, 24 ^ 27^ z|-z]- 200ing^ 1%^ ^IS-^Ajn 

yflA].^^ S;^]S><ii 5^^ Si ICRTll n>-f >i(20g±2g) 5^}^<^] 

^1A]-^(MLD. rag/kg)* SAVBl-^cf. 



IS. 4] 









>1000 


10 


>1000 


12 


>1000 


16 


>1000 


17 


>iono 


20 


>1000 


22 


>1000 


24 


>1000 


27 


>1000 



2-€- T.>-f^.oflAi #7]^'L>t!: SiSi^ n^}^ ^9X^^. 
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^l^^sl". «*-^^^V. l^^^sf^^^l-, ^^^^ -^^l^is ^^^^^^ ^^^^] ^ 



52> ;<a;<n<^ : 

53> 1. /His 

54> ^Aj-^BlClfe 2g 

55> -^'a- Ig 

56> ^7]^ ^^§]-Ji 7l'ascil ;HlS§l-5i^. 

57> 2. 

58> ^^''V^^li^lfe -B-H^l SOOmg 

59> ^^^^^ lOOmg 

50> -H- ^ lOOmg 

31> ^^Bfloj-^A]- n].liu|)# 2m 

32> A^^^ ^^tt ^, -f-^l-Sl rc|-e^-Ai Ej-^^^^H ^^^1 
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53> 3. ^a^^^i^ 

-,4> ^AV^elc]:^. 500ing 

55> ^^^^^ lOOmg 
56> ^ lOOmg 

57> ^itll^V^-a: i^>^i-il# 2mg 

58> ^7]^ ^^^^ ^, ^^^^]^ ^]^^^^o\] ttj-el-Ai ^51-^ 5'^^ 



59> 4. ^Afcn^jo] 

72> 
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^^o] ^o_x^, ^AV^elclfe ^^n^ §12.^^1711- X^Sl-^ n^^-Br <^\r:^]h^^ £ 

76> ni|-efA-l, ^ ^t^o^ S^^l-^ -^-§-§l-7fl Aj-g-^ ^ ^t:!-. 
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I^^^ 11 



<^^^ i> 




(X^ ^dtolZL, 



Ri, Ri'^ l-^<^lul, 



R2^ -NRsRe". -OR7; Se)<^]-# l-^<>li^, 



Rt^ Ci~C3^ ^^d: <=>}^^^ oHi^-y:; <t^^:^5fl<=>ls; ^.^ii^Hoie 



^1-71 R70I o>^^^ o>Pli^A].oi y^o. c>}v]h^^^ 



oldll^olAl, ^o]X\^ 3ll^'^Bl-\d. "^^^M. 



allele, l,2.4-Selo].$, 1,2, 3-:^ tfl^el-^, ji)e^-#, 3J\^^r^, 
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Ci~C4Sl -(CH2)„-0R7 («=>H 0-4^ ^^=T^<^]t:l-); ?fl^<^lcl-.) 

1^^^ 21 

I^^^ 31 
I^^^ 41 
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I^^^ 51 

[^^* 71 
I^^^ 81 
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[^^^ 91 
[^^^ 101 

715- ^m^^l Ci~M o^^o] ^o. ^Al-^elci;^ 

I^^^ 111 

^-a:, ^"S-a:, ^i^m-a:, ^^€r<^, ^]^^€r^, 

^^-a:. 4-#^^^#>a:, Sell-S.5.o>/flH'a:, ^^^€->a:, ^^^^ 

I^^^ 121 

11«J-<^1 9X^^^, ^71 7>^^ ego. <gAV se11-S.S. 
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[^^^ 131 

(S)-[N-3-(4-(2-(2-^dt-4-^Bl -^^^1 nil ^S) ^-l-<a )3Xl ^ ^-5-<^^ )-3-^ 

(S)-[N-3-(4-(2-(4-#e| ^^a] nfl ^-i , 2 , C'V^-l-'^ 2^ ^-5-"^ )-3-l- 

(S)-[N-3-(4-(2-(5-#fi] ^^^1 t>ll^<^]^^Al-^-3-<a)5Zl ii-5-<a)-3-l-S.S. 

(R)-3-(4-(2-( ^ ^]] HBf ^-S-'a ) 3) 5] ^-5-"^ )-3-#S.S.5ll ^ )-5- 
[l,2,4]SS|o>^-l-^nll^ ^Al-#e|ci-2-^ 

(S)-[N-3-(4-(2-(2-^:ii-3-^5] ^^a] st) ^-1-^ )3x) ^-5-^ )-3-l-SS. 

(S)-[N-3-(4-(2-(5-i-s]^^AlDD^-[l,2.4]^Al-clo>^-3-^)5i)e)ci-5-^)- 

3-l-S.S3l]^)-2-^4i-5-^Al-#e)ia'^]^l^ o>>HlSo>n>oi:B Se)l-S.S.o>AflH<i 
(S)-[N-3-(4-(2-(5-#el'M^^Hl^-4,5-cl«l^S.ol4i^A]-^-3-«a)s)slci- 
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(R)-3-(4-(2-( ^ Ell H2l-#-5-<a ) ^ e) '^-5-'U )-3-^S.S.n ^ )-5- 

(R)-3-(4-(2-( l-nfl ^ Efl E el-^-S-'a )^ el ^-5-^ )-3-l-S.^5fl ^ )-5- 
[l,2.3]HB]o>^-l-<^till^ ^A>^2^ci-2-^ 

(R)-3-(4-(2-( l-i^l ^ Bfl Sel-#-5-<a )3l el ^-5-*^ )-3-l-S.S.5ll ^ )-5-§l 
Dfl^ ^Ai-^e|ia-2-'Sr 

(S)-[N-3-(4-(4-(4 . n)] ^^Al.^-2-«a ^ )-3-l-^S5ll ^ )-2-^4^-5-^ 

(R)-3-(4-(2-( l-t>]l ^ BflE 5^.^-5- <g )3| el 1^1-5- «a )-3-l-SS5ll ^ )-5-^e] 
^Al.^21^-2-^ :e2^s.^^oHlE'a: 

(R)-3-(4-(2-(2-n)ll-[l,3,4]^AVi:lo>^-5-«a)s|e)ni-5-^)-3-^^^5fl^)_ 
5-[l,2,3]S.elo>^-l-<aoi]^ ^A>^elci-2-^ 

(R)-3-(4-(2-[ 1 , 2 , 4] s) c^-s-*^ )-3-^SS.5il ^ )-5-[ 1 , 2 , 3] S 

e)o].^_l_<gtifl^ ^A].#s)cl-2-^ 

(S)-[N-3-(4-(2-(4, tifl ^^^1-^-2-^ )5tl ^-5-<a )-3-l-S.S.5ll ^ )-2-^di 
(R)-3-(4-(2-(2-ti11 ^-[1,3. 4]^Al-cl o>^-5-<a ) ^ ^-5-'U )-3-#SS-3)l ^ )- 
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(R)-3-(4-(2-[ 1 , 2 , 4] SB] o>^-i-<a Tz| 5^ o| -5-^ )-3-l- 5.^311 ^ )-5-^l = 

(R)-3-(4-(2-( 1-tifl :^2l-#-5-'a 2l^-5-«a )-3-#S.S.5ll ^ )-5-l-S.S.n|] 
1 ^AV#el^-2-^ 

(S)-3-(4-(2-olT:ilc]-^-l-«a s]elia-5-<a)-3-l-S.S.5i]^)-5-c>>oli^Dll^ ^a]- 

(R)-3-(4-(2-( 1-^ ^ Bfl E B).^-5-<a )5r| e| ^-5-<U )-3-^S.S.n ^ )-5-(L-^^ 

(R)-3-(4-(4-(4, 5-1:^ ^1 €^^l-#-2-«a ^ )-3-#S.S.3ll W )-5-^l v\] ^ 

^^l-#Sl^-2-'gr 

(R)-3-(4-(2-[l , 2 ,3] He] <i>#-l-^ Ji\ ^ ^-S-'U )-3-^S.S.n ^ )-5-^e1 
(R)-3-(4-(4-(4 , 5-n] nfl AV^-2-«a ) ^ ^ )-3-#SS.3fl ^ )-5-^^ ^^a] o]] ^ 
(R)-3-(4-(2-[l,2,3]Se1o>#-l-'a 5Ele|ci-5-<^)-3-3.sS.vij)^)-5-§l^^Al 
(S)-[N-3-(4-(2-[ 1 , 2 , 3] o}^-2-<U 3\ e) ^-5-^ )-3-l-S.S5ll ^ )-2-^di- 
(S)-[N-3-(4-(4-(4(S)-«^l^^AlDfl^-4.5-c1*l:E.S-^A].$-2-^)5ilid)-3-§^ 
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